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(57) Abstract: Compounds of the general formula (]) or salts thereof; and activators of PPAR<S (peroxisome proliferator activated 
receptor 8 ) containing the compounds or the salts as the active ingredient: (I) wherein R 1 and R 2 are each hydrogen, C^ alkyl, an 
aryl or heterocyclic group which may be substituted, or the like; A is oxygen, sulfur, or the like; X 1 and X 2 are each a free valency, 
oxygen, S(0) p (wherein p is an integer of 0 to 2), C(=6), C(=0)NH, NHC(=0), CH=CH, or the like; Y is optionally substituted 
C]^ alkylene; Z is oxygen or sulfur; R 3 and R 4 arc each optionally substituted C,^ alkyl; and R 8 is hydrogen or C,^ alkyl, with the 
proviso that when X 1 is a free valency, X 2 is not O or S(0)p, while when X 1 is C(=0)NH, X 2 is not a free valency. 
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QAPIftVf (BF.BJ, CF, CG,CI,CM,-GA, ON, GQ, GW, 
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&pcTtf-e~j ho>%mtzm$iztiT^& r 3 -hN 



^0mM-nsi^, (i) s 

Ri ^7^__xi . v2 f T I UJ ;, 

^TbM^T »; -/i/** b < tt^^^s^^^ u a (*»*s^.xi±i«»:jK#^ 
s^tu x'atfx'ttiga^ajujR^N s (o) p (ptto-2©sg!cs^-r; 

o ) x C ( = 0) , C (=0) NH> NHC ( = 0) , XliCH = CH^t 

To <BU X'«foi:|, X'fcfcO, S (0) P T?& <-.' *fcX '#C ( = 
0)NHOt§;X 2 ^^K) 
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m m m 

^**Vv-a (peroxis ome) ^mmmSmm^^^^n^fhm 

So i/Uf^-i/V — ki^MM (peroxiso me prolif erato 

^f^T> (Isseman) e>fc«t D £©^;i>:*^> V- AJgJtftJfc: <fcoT 

e r ox i s o me prbliferator acti v a t e d r e c 
eptor :PPAR) t1fc%£tifco (Nature, '3 4 7, p645-6 
5 0, 1 9 9 0) 

PPARfctdti^T-PPARa, PPARrMPPAR<J©3lOij-/ - * 
-fWWI^Jitl^o (Proc. Natl. Acad. Sci. US 
A, 91, p7335-7359, 1994) 

±i& b fe 7 -< y ^ - K^»j& £ 0 -5 1> P P A R a fcft b^> K ^ b 
^ IStBMITG (rU^U-feUK) 0<STfls/82&»g»e>ftT^ V 

*fellSJS?S«ISl7?*5^r^/uy>^*>^flj-&«l (Troglitazo 
ne, Rosiglitazone, Pioglitazone) ^ PPAR 
7©U#> Kfc bTftJ^tlTl^So 
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•5i*nSYM- 1 6 6 3 8 (lU£l*l») m&to*>tiT^Zo 

GW- 2 4 3 3 tt^fcJ-.AK-fhjgO^WXV^jfclSl'i: UT©$ffl#WO 9 2 

/1 0 4 6 l- 1 6 5 0 4 i^mmm^mm^mmmtCxo 

ffii^WO 9 7/2 8 1 1 5fci3ffc£*K ^LT YM- 1 6-6 3 8 fcoVvt &W 
0 9 9/0 4 8 1 5 jfii#3 P^r D-;ufgfffffis L D L - u =r P 

m c sa^ p p a r <? © >; # > k > iftjg si £ u t ® iSffl -rm 

£ ( JB CV 2 7 2 ( 6 ) p 3 4 0 6 -3 4 1 0, 1 9 9 7 ; C e 11, 9 9 
, p 3 3 5 3 4 & v 1 9 9 9 ) ^ft^nt^So- 




C0 2 H 



tfitoMtt&5 5 8 0 6 2^&mtmm£tiT#t)^ X&flU (J. Immuno 
1. Methods, 2 0 7 ( 1) , 2 3 - 31, 1997) fcfci:&'5$-e3t£*i 
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ft> ±mmm&5 5 8 0 6 2^.&#fcttfc^fcA.#iS*> •D>e>^> , Jtoffi» 

mmfttmtzwo 01/ 4 0 2 0 7 ;.^fln^pi$n- s *fe,p pa ; r^^j t v 

0 0 1/1 6 1 2 OjFBK&HSftT^S. 

£©?*k WOO 1/4 0 20 TttfcB^&fcfcSttsx'jFC ( = 0) NH 
T*s X 2 ^^fcffl^b, WOO 1/16 1 2 0W^DC^{^X^ 
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m &%t&Tm-iB& ( i ) x-mznzih&Ws tbhk* (ft) -emzti 
%**w-jimmfos x&tib-isss (in) xm^n^^T" -)vmmfc* 

bp^s *mm±, ft(D-®k$, (i) s 

R* f 
N-A /^/Z — C—C02R 8 /|\ 

R 1 -^ Mr X 1 V2__JL T W 

Y ^ R 4 

-^is Mmm 2 ~ 8 ® ^r-;i/Sx 3- 7 mnot/ 1? u 7)v*%^ 3 ~ 7 
gu^oj^^m l ~ 4 ) , utiVt & MiYT u -fr&m b < &kfit 

sffM-K S (O) p (paO-20it^to ; ) V c -(=6)\ C ( = N-0 

r 6 ) ( r 6 teTkmrn^xtemmm 1 ~ 8 © & ^-r « ) x c (=o> n 

Hs NHC ( = 0) x SOjNH, NHS0 2 , CH (OR 7 ) 

i~8®>;i/3M/£*3*"r« K CH = CHs XliC = C§iU Yfct 
bTV^Tfc&Vi$&& 1 ~ 8 ©7;H 1/ >*rft*'U Z S^il^X 
fcfcffiltJS^S iU R 3 R 4 ft ^ft&i b T gmS¥* b T V*T<fe & V>JS 
*.# 1 ~ 8 (D7)V*)),&%m U % LX X R*&mm?X&mM®t. l ~ 8 <D7)V 

fiU X^jg^ofct; X'fctO, S (0) p i?"&<U SfcX^C ( = 0 



5 



WO 02/14291 



PCT/JPOl/06836 



*fe*»«§tt«©-«!^; (IDs 




c— cpaH 

R 14 



(») 



U X 11 atJ t X 1, H:f n^naitbT*l^> S (0) (q-ttO~2(0S : R4 

s-To )\ c (=ok c (=n-or 16 ) Witfrmm^jutmrnm^a 

(DT)V*)lg%m? 9 ) s -C ( = 0) N EU NHC ( = 0) x S 0 2 N H N NH 

so,, ch jo r 1 7 ) ( r • 7 teTkmmttit&imm 1 ~ 8 <D7fr*)i&%&t 

o ) •> C H = C H, X# C = C *m b> Y 1 tig&Si: bT^mtfc 1 ~ 8 (DTK 
b < tt#*«.i~ 8 ©r;i/ 3 bwr* &y^8tM& l - 8 © 

7Ml/>Il.ib, Z'ttKgUr^XttfcltJrf^U. ^bTR ,3 S^R 14 

*#bTV^•c*^v^K3RiRl^'■8©7;^^;l/a£*$-r• 
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ffiU X' u ^0}:l;X 12 BO, S'(Oj p T-£<, J*X M #C ( 
= 0) NH©£ts X 12 {i^#T*^VV ) 
^ $ ft £ * it V ft * © '« fc W 1" 5 0 

^©-JiS^; (III) s 



&mwL2~z®T))/*±)i/^ 3^rmM(o^^uT)v^)imK 3~7 

1~310;\D^> 0^T* gil 2 : ft $ Stlfc 1 ~ 8 <D T)\y * )Vg s J£ MWC 1 ~ 8 
© t;p -i * i/« N l ~ 3 1® <t> i\ d y>Ji^T- £ ft fc^fjtiU ~ 8 © =2 * 
i/« s 7 x ^ ^;i>^ s : ' 7 i - ;i/ ^ ^ £ N ^ y )X/ ^ £ < & ^ t; 

y e>^«ft5^u<^iJg■?^^bTv^T^)^v^7 3l^;l/T;l/ ( r 

;i/^>eu^£D^m i ~ 4 )\ 7 x ± y^)vm. v u swatx - ;i/ 

\ X tl RVX il &*tl-?nM±bTm&^ S (0.) r (riiO~20litSt 
o ) , C (=0) > C ( = N-OR 26 ) (R 2B {i7jc^^^X{±^«l~8©T 
^^;i>S^-To ) > C (= 0) NHs NHC ( = 0) , S0 2 NH\ NHS0 2 

, ch (or 27 ) (n^&frmm^x&fcmmi-soTjisirfrmitmto ), 

CH = CHs 3tfci:C = C£3tU Y 2 (igm»i:bT:^^^l ~8©T;i/^r;i/* 
3g U < ftftgft 1 ~ 8 ©TVV^ * W LT $ Hl^Silfc 1 ~ 8 (07 )V* 
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fiU X"#tS^©&S N 3CVttQ,.S (0) r T?&<, *fcX!!*C ( = 
0) NHOh^ X 22 ftijgi^T-&^o ) 

*Mfc*±ta-« (i) T*m$ti2>fc&^ ±.m-m& an 
^**n*.^*^^ii#*;' : «b<tt±B~jtta (in) n&ztizz-ry 

»tt S Sft: <5 © rS & w -r * o 

i 

■ ■ 

&.fc.*#8 BJ? ££ftffl fcJH B91-^o 

±BHR5S (I) ££#3fB-#©SiBj§£-f s 0 

■±ffl-KSl (I).fc*.V>Tx RV'-R's R 5 > R\ R'SffR 8 fflK||l'v8 
R'&tfR 2 ©^^ 2 ~ scr^^iHm t U 



R , Sy : R z ©^^^2~8©T;^x;i/Si:bT(i^ 7*D^;i/^;ua^{f 

ft So 

R'&tfR 2 © 3 ~ 7 «^©S/^ PT;i/*;^T-gm^tlfe^m^ 1- 8 (DTK 
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UMWlI ~ %<DT)]/^)vm (^^;i/Ss x^a. 7nt:;i/S, i-7n 
» £ l> ?! S Jl? § W b X \\ X % & V» 7 i ft j- 7 

7 IIS^ JURHW s - Foj v 7^l, ilT^y 

i-rpif;i/« N 7^;i/Ss i-7*^;i/^ t l ~3 
ffl©AP^>js--?7?*jj|$nfcJK*fti-'8 0T;i/*;i/ai ( h U 7;i/:frn*?-;i/ 
3£s h y 7;i/^-n^9 L ;va) „ ~8 <Dr;i/P*>>S h=^>*. xh 
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2, 3-^7n07x~M s 2, 4-^DP7x-;|,Ss 2, 

7x^;i/* N 2-7ji/^D7ix;H v 2-HJ7;bto^^i/7x-AS, 4 

Yttf iSt bt'^ilt 1 ~ 8 ©7/^/l/g (^^l/Ss i^^Ss 7nw 

■r'&if-r 4 u wr *-^v>jK*« 1 ~ 8 07* j\s t ut au 

TO.kUADy^ (7ylf^ Jg^M^ XttJMRftl 

±B-ft^(II)-fc^T N R 1 1 % R'\ R 18 MR 17 «tl~8 07 
jl/^l/Sibt^ xf^i x 7D« -fV70^ 7*^7U 
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;i/*s 2 - ^7 n nxfji/S, 2- t*d ^^^-;i/S N 2 - uifjH|AS| 

fyti% 0 ■ •• 5 ' - . .;■ .;■ /: . 

R u MR 12 ©3~7Si0^7D7;i/^i/St U"tli> Z/'#u^*i/)\,m^ 

$fcR 11 se 1, ^7irji,7;v*;n (7;i/^;i/^©^^ci ~4) N 7 
x-;i/Sx ^7^;i^ fc:Ui?;i/i; fx-M, 7V;n; ^7<JM N ^> 

s - hni, y *s ^il-8 ; 07;v|^ x 

^;i/* s 7* d Vfrmmi V 1 ~ 3 <i© A d 7* >S?t- fim^ti fe^if l ~8© 
7*;i/*;i/S (h'j 7;i/tD/^ > y 7;^di^h§) n fe*»'i~8 
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vT^xb&^mmm i ~ %<j>.?)\>* u # $ b i ~ 6 © 

& £ ±jb~jr a (in) k & s jb^ ©wra** S o 

— (III) mSR 21 , R 2 2 , R 2 3 , R 2 4 ,,- R 2 6 , R 2 7 2&U t Y 2 (i x 
^n^tl±IB-)iS5S; (I I) ©R 11 , R 1 2 , R 1 3 , R 1 4 , R 1 6 , R 17 £t5Y 

(i) *«mft^»tim ±ra-jR.5$.(ii) ■c.^*L.s*=¥^v-;m 

( 2 )%%s *»IHft^«,k.l/Tttv ±13-19!^; (II) 7?^^tl5^^r^y- 
/I/»#^Xtt±JB (l> T% X 12 ^^ C ( = 0) v C ( = N-0H) v C 
( = 0) NH V NHC (=0) , CH (OH) X\±CH = C 2>**W- 

(3) rfe v *»wft^*^.bT:ttN ±o-jRa (ii) -e^^ns^-^^y 

T ^»f *Xtt±B .( 1 ) ^b<& (2) T% R u ^g^*i:bTMDy>jl^ 
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s &mm, =fDi t fikmm 1 ~ 8 ©:r;]/*;i/*s 1 ~ 3 d 
1 ~ 3 I©^n^ >M^T-gm£ftfc$liifc 1 ~ 8 (D7))s?*i/M s 7 
3>3E^ b < {iM^? & * b T ^ T ^ v> 7 x rf ± 7 t? V ;i/£ N ^ 

- (4) *^Bj{b^i:bT^s ±ia-jft5£ (i i) -ei^n^^^y 

-;i/S§^#:X{i±f3 ( l ) =gb < «: ( 2 ) T*v R'^7i-jH, 2 - * d d 7 
x— 3-7DD7 x-;i/^ N 4-7tfV7i-jH s 2, 3-^^DD7 
x±-;V3£n 2 , 4 - i?7-0D7xrM s 2, 6-^7DD7i-;i/i, 2-7 
WD7xr;H, 2-hiJ7;^o/^7x^l/i s 4-?PD-2-fcK 
D^ri/7x-JH, 2-^fjl/7x-M, 4 -/f;i/7xz;i/iXiit7^1/ 

(5) * fes bx«> ±fB-^s (id ti^M'^^u-y 

-;i/SS*#X&±IB (1) ~ (4) T% R 1 *^*^ 1 ~ 8 ©7*;i/*;i/«X& 1 
~ 3 M©>\dy >ii^-egm^fc^^if 1 ~ 8 ®7;^iHt^ S^-^rit^- 
^SI^X^^©^^^ b^o 

(6) #^BMsi^3£:bTy\ ±13-12;$ (II) 

-;i/«i^x r {±±iB : ( 1) ~ (5) *\ n li ®m&GLmti**yv-)m<D2tiL 
x-$> * -9- ^ - jimmtex. ^ ^ * b v> o 

(7) #|pMj£-$i£ bTfciu ±13-^ (III) 't^^JlS>7^- 
(8)^fe s MHJftl^JilbTfciU ±W--jR5$ (III) tS^^5^7^-;i/ 
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mmfrx&±m (i) x n #is^ c (=o> s c (=n-oh> n c ( 

= 0) NHs NHG ( = 0) , CH (OH) X(iCH = CH-C$ ^T^-AM 

(9) *368HbiM&i: bTfcJu ±fBHK5fc (ill) T-^$ti5.^ry- 
;i/R»f*:XH:±iB (7) 3gb<£ (8) Tv R 21 bTAP#>Jjg^\ 
-hPSs $filiU~.8©:F;i^;i/gs i~3f@©7\0^> 

j^T*g&£ftfe$mi&l ~8cdt;1/*;i^ ***l i -8©7'>3^^aEs 1 

^>J?M V 7 1 ^;v*^>4; ASS b < KK U ^;v£;&*6.att*L* 

a^b <am^^hx^x % i-;Hs K»j^a % 
.*s^ry-^»*#xtt*«>*?3W#* b^o 

(1 0) £fc N *^B^b^rf3fcbTtts ±IB-^^; (III) T-§t£*i£^7>y 
-;i^»#Xtt±iB (7) gl<li (8) T% R 21 #7x-M, 2-^DD7 
xz,)H, 3 - 7 n n 7 4-7007 1- 2, 3-^DD7 
1 2 , 4 - ^ n p !7 i 2 , 6 - y £ p p 71-;^ 2-7 

;b^j-p 7i^;vS, 2 - h U 77i/^-p^^;i/7ni-;i/a^ 4 - ^ p p - 2 - t K 
pJpi/71^1, 2-^f;i/7i-iH, 4-^;v7.i=;i/Sx.tt;t.7^ 

(1 1) *^ia^tji:bT^ ±fB-fl£:£ (in) x-s^ns^^y 

-;m^XH:±ffl (7) - (10) T% R n «il~8©7M;i/Sxii 

1 ~ 3 m (dj\ p ff y m^x mm «* n tz &.mm 1 ~ 8 ® ^st* & s ^ r 
^B^ifrxttJeoJi^^b^o 

(i 2) mt&tz, ^mmit^mtLx^ ±ib-^ am xmztiz? 
7V-)vmm&5L®±m (7) ~ a n t? x R n ©iifii^7^;-;n® 



14 



WO 02/14291 



PCt/JPOl/06836 



b"C R 1 R 2 , R 3 , R\ R 8 , As X 1 , X 2 , YMZ ttKfBBfcl^ Co ) 
* ti £ MSi^fc £ Mjfo £ 5 C <b fc «fc D ft S £ i: £ § » 




ZH 



+ Q— C— CQ2R 3 



* (I) 



(a) 
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a) 



^gyOH Bn^ivKjCOj /acetone ^^J^^ 



Bn etO^OEt ,NaH / E^O- THF 



„ R^-i-CHjl >NaH / THF 



2)cHQ/AcOH 

(2) 



o 



P 2 _ nH 




tits Tmomm&WM 2 , 3B«<9x*-A*fcjf**rciBerc£s« 
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2) 



ITU 



OHG- 



A=0,S,NH 
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H 




1) R* 



2) W<Dffifc«g 



R S^ (CH2>nNh VCr OH 



Hal 




iCOCI 

R 2 

W R 



1) R 1 ^-^-(CH a )„C 



2) W<DK«^ — OH 

■f i ■; ■ ■. ; ' . 

. *> 

■ . • !■ ... 

R=H,Me etc 
A=0,S,NH 

4 , LiAlH 4 ^c7>M5G#J£/8V> (l-tN^ri/7M;i/) 7 :n y -jHfcfcg 
iltllSo CCD (l-tFD^>7JV^l/) 7i;-««l^©il4» 
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CH 2 CH 2 


C=0(3) 




y ct < 




/ +>v 




CH 2 CH 2 


00 (3) 






^ * * ■. 






CH 2 CH 2 


C=0(3) 






/ 




Ji*4 


CH 2 CH 2 


C=0(3) 




44 



WO 02/14291 PCT/JP01/06836 



im2 2] 



R 1 


R 2 


R 4 


R 5 


X 1 


Y 1 


ten) 


(4-CF 3 )7 a. 




/ * ip 






ch 2 ch 2 : 


C=0(4) 


( 4 -Me) 7 * ~>l> 




/ * ^ 






CH 2 CH 2 


C=0(4) 


( 4 -OMe) 7 x - * 




>>>v 


> + * 




CH 2 CH 2 


00(4) 


(4-OPh) 7 x - * 




/ * n> 






CH 2 CH 2 


C=0(4) 


(4-0CF3) 7 * - >l> 






X + )\, 




CH 2 CH 2 


C=0(4) 


4 - tr 7 * - »J >\> 




/ * * 


/ +)l 




CH 2 CH 2 


C=0(4) 


(3-Me) 7 x ^ >l/ 






A + >U 




CH 2 


C=0(4) 


(3-C1) 7 x 


% y >l 


/ * >i 


/ +>l> 




CH 2 CH 2 


C=0(3) 


(3,4-OMe) 7 j- ~ >l> 


A v -f o t: >w 


/ +>v 


A * >U 




j CH 2 CH 2 


C=0(4) 


(3,4-Me) 7 ~)V 




/ + >v 


/ * >V 




CH 2 


CH=CH (4) 


(3,4-Cl) 7 * — to 




/ + >v 


X * )V 




CH 2 CH 2 


C=0{4) 


(2,4-Me)7 x ^ >V 


- * -> >l/ 


/ 


/ +>v 




CH 2 CH 2 


C=0 (4) 


(2,4-Cl) 7 -)V 


4 y y o e * 


/ 


/ +>u 




CH 2 CH 2 


C=0{4) 


(2-OH, 3,4-Me) 7 * - >V 


-f y y o e * 


/ + >\> 


/ 




CH 2 CH 2 


C=0(4) 


(2,4-F) 7 x -H> 


4 y 7* o t" ^ 


/ + * 


/ +>v 




CH 2 CH 2 


C=0 (4) 


(2-0H,4-CF a ) 7 x 


4 y 7 a £ n, 




x + fr 




CH 2 CH 2 


C=0(3) 


(2-F ,4-OMe) 7 * ~ H/ 


-f y y o jp 


/ + >\s 






CH 2 CH 2 


CH=CH (4) 


(2- F ,4-OPh) 7 * 


4 y y o t* >w 


/ + At 


/ + >l 




CH 2 


C=0(4) 


1-^7-f* 


4 y 7 o t: * 


/ + * 


/ + As 


J4*4 


CH 2 


CH=CH(4) 



(9) *o-jRS-e^$nsf7^-;i/iift : 
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X 1 — Y 1 — X 2 




'('a+s R 1 , R 2 s R 4 , R\ X 1 , X 2 RXFY i \*m2 3M2 4fB®©$© 



) 
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[*2 3] 
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R 4 
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X 1 


Y 1 




(4-CF,)7x~>P 


7 r o f ^ 


/ 


/ + >v 


a** 


CH 2 CH 2 


C=0(4) 


(4 -Me) 7 x ^>l/ 




/ * n> 


/ + )V 




CH 2 CH 2 


C=0(4) 


( 4 -OMe) 7 x :* >V 






/ +>v 




CH 2 CH 2 


C=0(4) 


(4-OPh) 7 * ~ ^ 


1/ )l 


/ * * 






CH 2 CH 2 


C=0(4) 


(4-0CF3) 7 x - * 


A y y o f * 




Jt. * >l 




CH 2 CH 2 


C=0(4) 




V a t* >u 


/ . 


J * >l> 




CH 2 CH 2 


C=0 (4) 


(3-Ue) 7 j. ^ )l 




/ .* 4> 


/ +>v 




CH 2 


C=0(4) 


(3-C1) 7 x ^to 


- * 5/ >V 




/ + to 




CH 2 CH 2 


C=0 (3) 


(3,4-OMe) 7 * ^ >V 


A y y o t: nr'. 


y ^ >v 


/ ±>v 




CH 2 CH 2 


C=0(4) 


(3,4-Me)7 ■* - * 


7" cr f n, . 


/ +>v 


/ + >u 




CH 2 


CH=CH (4) 


(3,4-Cl) 7 


y* * 


/ + >u 


)V 




CH 2 CH 2 


C=0 (4) 


(2,4-Me) 7 J- ~* 




/ +>v 


/ *>v 


^4 


CH 2 CH 2 


C=0(4) 


(2,4-Cl) 7 


4 y y o fii/ 


/ +>v 






CHjCHj 


C=0(4) 


(2-0H,3,4-Me) 7 x — >V 


4 y 7" o tr >u 


/ * >v 


/ 




CH 2 CH 2 


C=0(4) 


(2,4-F) 7 * - 


a y y a 


/ +>v 


/ * >v 




CH 2 CH 2 


C=0(4) 


(3,4,5-Me)7 x - * 


>f y y o tr >v 


/ * As 


J + )V 




CH 2 GH 2 


C=0(4) 


(2-0H,3,4-Me) 7 x ~ >l/ 


4 y y o t n> 


/ +)V 


/ +)V 




CH 2 CH 2 


C=0(4) 
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R 1 


R 2 


R 4 


R 5 


X 1 


Y 1 


- («& 


<2-0H,4-CF a ) 7 x ->l/ 


4 y 7" o t" >V 


/ +>\> 


to 




CH 2 CH 2 


C=0(3) 


(2-Cl,4-0Me) 7.*'-* 


4 y 7" o f )i 


/ + fr 






CH 2 CH 2 


C=0(4) 


(2-Cl,4-GPh) 7 * -H' 




/ *>\> 


/ +>l 
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C=0(4) 


1-^7 * n> 




/ ± >v 


/ *to 




CH 2 


CH=CH (4) 


2-^7 * >W 




/ *>\> 


J *to 




CH 2 CH 2 


C=0(4) 


2-* / »} >P 


4 y 7 ? o t: >i/ 


/ + )V 


/ + to 




CH 2 CH 2 


C=0{4) 


8-4 V ') * - 


4 y 7" cr t: >i/ 


/ * >v 


/ +to 




CH 2 CH 2 


C=0(4) 


3 - * / »J >U 




/ + * 


/ +>v 




CH 2 CH 2 


C=0(4) 


2-t: ») $ v>v 


4 y yof^ 


/ *>v 


/ + to 




CH 2 CH 2 


O0{4) 


2-*X-H, 




/ + * 


> +>v 




CH 2 


CH»C.H(4) 




>f y 7 r o t\>v 


/ + >\/ 


/ +to 




CH 2 CH 2 


C=0(4) 


2- A \ 7 * 




/ + to 


/ + to 




CH 2 CH 2 


C=0(4) 




4 y 7 r « tr* 


/ *>y 


/ + to 




CH 2 CH 2 


C-0(4). 


2 — 0/7^^. 


A y -f*XCH, 


/ * to 


/ +>l> 




CH 2 CH 2 , 


C=0(4) 


2 — i > / * Jt - ^ 


A y -f * € >v 


/ 


/ +*. 




CH 2 CH 2 


C=0(4) 


2— < > ;C4 $ * 


4 y *fa £ )V 


/ +jto 


/ + >l> 




CH 2 CH 2 


C=0(4) 



7*=> K (GAL 4-hPP AR5 LBD) s -y? Y (UAS 

x4 — TK — LUC) JkVfl-j}?!? Y*/tr— V (£-GAL) fm^^K h* 
§iJ^7i^i'3>ll5IDMRIE-C (Life Technologies 
) J3J:»3b7>^7i^h^ > *»l«^»XiiJt«'fb^»-C*«L- 1 6 5 0 
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ft % ;^7i7- •em&h/3-GAhm&'?ffijEi„ l-16 041^1 

Ltco mmtzismfc & p p ar asafristeMtiits.i^*; vx> h* 
?stt§#mi>feo (ti^ii9) 

^ 2 513®©*!^ #2PJHb-£t) 1 ~ 6 ) fcfcL -165041 fcib^ 

mmo*mm&wmfc-o\,\xi$, p f ar a&vrm&fcftftfcft^ ppa 

I^D<3E2 6fB«©a*fcMBJHb-£$! 6^) ttL-16'5 0 4 1 

fcib^s £mmx\±*tiu±.<DR par s?ste<fb#ffi u £fc$igi«{b 

£tl (HM7-12f) fc-^T&s PP AR aSt»?Si4'fb#ffi{wJt^s P 
PAR«Sfc;ttbSJR«0iSv^^bM£*bfco 

£fc^2 7f3ii0^#fPJ'fbi^ (HJte^8- 1-8-4) fc*L - 1 6 5 0 
4 1 £Jfc^ dtii:lll^X{i j enw±©PP AR5?St4'fb{tffl^^tfe : 6 

I^tv *^BJo-^S; (I) T^^ns<b^ti{i> ffitifcPPAR<??smb 

i/x^D-;i/« s nv#m&ik&^<Dttmmftmm, mux mmmh^ 
mmm^mm. may, %&a,s mm^sy. ±may, w 

M#>^©IM4B38s ^-~m, «&£Jiu (Mano H 

. et. Al. , (2000) J. Biol. Chem. , 275 : 8 1 2 6 - 

•• 8i3 2) N vs-fe v^mmm, wm&mvz >D7^-f©?t; 
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cn&©««fcttx M%<Dmmk mm, mm, mnm #jitv#fi« 

-*#;1/>>.*A (CM.C-Ca) ft^ #R»kl/Ttts.^Wi/«7^ 

c) \ €7^>s #u u k> (pvp) teZffmv*>nZo 

0 . lmg~l 0 OmgygD^f I B lmg~2 0 0 OmgtfeS^ ^ffr 

2 - [4- f 3 - f 2 — (2-^PP7x-;v) - 5 -4 ^7 , P^ ;V- 4 -^5- 

( 1 ) 4 - [3 - [ 2 - ( 2,-^O 07 xr;p) - 5 -.-f V 7"P -tr^V- 4 -^dr 

zkftbfcTHF (5mL) fc; 6 0 _%*5flft^ > U A ( 4 0 mg , 1.0 Omm 
ol) £in;Lfc„ i^T2- [ U-'O*****) *>V4)\>im®*?-)\> 

(3 0 Omg, 1. 00mmol)©THF(5mL) »**3 O^PMTl 
feo S^Sb3 0 4Ht*bfc*x 4 -3-.M *■/!/- 5 -/f V7oK;V- 2 - 

(2-^pp7x~;i/) ^r;-A.(3'6 2m.g > 1. OOmmol) $.iD* 
fee sa*#;HSlT:K:;T 2 . 0K?BW»»*.bfeft> .SfifcR.U-fc. -T..H Fft*ffi« 
*U .SttKifftt (3, OmL) -mmm (0. 8mL) *iD*5*IBilll*MI«l& 
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K±hU«>A-C9fe«s it&bfco »»xy^*MBESi^ N -MESS/ 'i*^* 
7A^DY^77^- (^^r^>/Bp^^;i/= 3/1 ) £T Mb ±13 ©HI 
S^«J*«jtafi»S (2 3 Omg) iiltifco (JR*6 5%) 
1H-NMR (CDClj, 4 0 0MHz) 
(J : 

1. 32 (d, 6H, J = 7 H z ) , : 

2 . 9 6 (t , 2H, J = 7 H z ) , ' : 

3. 15 — 3. 30 (m, 1H) , 

3. 27 (t, 2H, J = 7Hz) , 

6. 78 (d, 2H, J= 8 H z ) , r 

7. 1-7. 2 (br, 1H) , 
7. 3-7. 4 (m, 2H) , 

7. 4 5 - 7. 5 0 (m, 1H) , 
7. 7 9 (d, 2H, J-8H z) 
7. 9 0 - 7. 9 5 (m, 1 H) 

(2)2- [4- [3 - [2- (2-^nn7i^) - 5-fV7-D^-4 
-^•^■9- % /U>] ^Pt't=;V] 7i^;W>i/] -2-^^l/7Dtt>li 

±IB ( 1 ) -em btitz 7 i7-jW^I ( 2 2 Omg , 0 . 5 9 mm o 1 ) s 
2-7*D ; E-2-^^l/7 , ntt>ix^l/ (3 4 8mg, 1. 7 8mmol) 
s iKA'J^A ( 2 4 6mg, 1. 78mmol) t^f^xWhy (5m 
L) 2 0Wlillfe, MtSlfets *&*l*it»s 

AyD7^77^- (^*l7->/imx^;i>=4/l) U'±'E©*«flS 
^■»ft«e»tt« (2 3 Omg) fcbT#fc„ (JR*8 1%) 
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1H-NMR (CDC 1 3, 4 0 0MHz) 

6 : . ;., 

1. 2 0 (t , 3H, J = 7Hz) ,,, 
, 1 . 3 0 ( d , 6 H , J = 7 H z ) , 

1.64 (s, 6H) , 

2. 9 6 (t , 2H, J = 7Hz) , 

3. 10-3. 2 5 (m, 1 H) , 
3.34(t,2H,J = 7Hz), 

4. 21 (q, 2H, J = 7Hz) , , 

6. 81 (d, 2 H , J = 8Hz) , ; 

7. 3-7. 4 (m, 2H) , 

7. 4 5 - 7. 5 0 (m, 1H) , 

7 . 9 1 ( d , 2 H , J = 8 H z ) , 
7 . 9 0 - 7 . 9 5 (m, 1 H) 

(3) 2 - [4 - [3 - [2 - (2-^CJD7x-;i/) - 5 -4 Vfu Vfr- 4 

±13 ( 2) T-^ftfc^T^Wfr (2 2 Omg, 0. 4 5 mm o 1 ) * J - 
;V- 7 Jc (6mL-3mL) 7K«ft ^ 

(4 Omg) ^iP^fep gi&fcT 2 0R#M#gK SJfoMfcSks ^Jg$£j&D£ 

XT-fe§^M<b^t)^150mgt#feo («7 2%) 
. 1 H-NMR (CDCl,, 4 0 0MHz) 
6 : 

1.3 1 (d, 6.H, J = 7Hz) , 

1.65 ( s , 6 H ) , 

2. 9 6 (t , 2H, J = 7Hz) , 
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3 . 15 — 3. 30 (m, 1 H) , 
3. 2 8 (t, 2H, J = 7Hz) , 

6. 88 (d, 2H, J = 8Hz) , 

7. 3-7. 4 (m, 2H) , 

7. 4 5 -7. 5 0 (m, 1 H) , 
7.8 3 (d, 2H, J = 8Hz) , 
7. 9- 7 . 9 5 (m, 1 H) 

mum 2 

2- T4- [3 - [2 - (4-^DP7i-» - 5 -rp 4 

UikJ 7p^^-jv] 7x-;i/7i-^r->] - 2 - ^f^rp 

(1) 4- (3- (2- (4-^n7i^v) - 5 -7u¥)V- 4 -**VJ 
J&*6 7 % 

'H-NMR (CDC 1 3 , 4 0 0 MHz) 
6 : 

0. 99(t,3H, J = 7Hz), 
1 . 6 5 - 1. 8 0 (m, 2H) , 
2. 72(t,2H,J = 7Hz), 

2. 9 1 (t, 2H, J = 7Hz) 

3. 2 8 (t, 2H, J = 7Hz) , : 
6; 7 0 (brs, 1 H) , 

6. 81 (d, 2H 5 J = 8 H z) , 

7. 39 (d, 2H, J = 8Hz) , 
7. 81(d, 2H, J = 8Hz), 
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7. 9 0 (d, 2H, J = 8Hz) 



(2) 2- [4 - [3 - [2 - (4-^DD7i-iV) - 5 -7D tr;i/-4 
*tf*/D;v] 7ac^;i/^-^^>] - 2-**fr?vV*>& 

l$5 9% 

, 'H-NMR (CDC1 }> 4 0 0MHz) 

6 : 

0. 9 8 (t , 3H, J = 7Hz) , 

1. 21 (t, 3H, J = 7 Hz) , 
1 . 6 4 ( s , 6 H ) , 

1 . 7 0- 1. 8 0 (m, 2H) , 
2.68(t,2H,J = 7Hz), 

2. 9 1 (t , 2H, J = 7H z) , 
3.32(t,2H,J = 7Hz), 
4. 21 (q, , 2H, J = 7 Hz) , 

6. 82 (d, 2H, J = 9Hz) 5 

7 . 3 9 ( d , 2 H , J = 8 H z ) , 

7. 8 9 (d, 2H, J = 8H z) , 
7. 9 1 (d, 2H, J = 9Hz) 

(3) 2 - [4 - [3 - [2 - (4-^.PP?i^)' - 5 -7"Dt;i/-4-^ 
7Dtr#r:;i/] 7x-;i/^-^>>] - 2-^^7alit>8 

Jfc* 8 4% 



54 



• WO 02/14291 PCT/JPOl/06836 

'H-NMR (CDCI3, 4 0 0MHz) 
6 : 

0. 9 8 (t, 3H, J = 7Hz) , ' • : 

1. 68 (s, 6H) , 

1 . 7 0 - 1. 8 0 (m, 2H) , 

2 . 7 0 ( t , 2 H , J = 7 H z ) , o ' 

2 . 9 1 ( t , 2 H , J = 7 H z ) 

3. 2 4 (t, 2H, J = 7Hz) , 1 ' ' 

6 . 8 9 ( d , 2 H , J = 9 H z ) , 

7. 3 9 (d, 2H, J = 8H z) , 

7.89(d, 2H,J = 8Hz) , 

7. 8 9 (d, 2H, J = 9Hz) 



2 - C4 - [3 - [2 - ( 2 -7 P P 7x-;t/) -5^-fV7D^-4-t^ 

7"P hT;r>g 

■ ' ' • . ' • ' 

(1)2- [ 4 - [3 - [2- (2-^D07 x ) — 5 '-y ■ v 7ut ;i/ - 4 

u ( 1 - b h* p * W ^ 7 ) 7d 71-7^^^1-2 - 

2 - [ 4 - [3 - [2 - ( 2 - 7 p p 7 i - 5 - -f v 7* p fcr;i/- 4 - * 
*v s J ';/H^Dtt-/i/] 7x-w^i'] - ; 2 - ^^;i/7 , p b?r ypxf-^ 

(6 Omg, 0 . 1: 2 4 mm o.l ) ; t ^ >lf 1 ( 26mg, 0 

3 7 2 mm o 1 ) %\ZVP*J (2mL) -x^;-;K3mL) 4k 2 0B#|ig 
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ffie*ua*fcjRffi»tt«I"C»*»»^* (4 5mg) £#fe» 
(«7 4%) 



VH-NMR (CDCI3, 4 0 0MHz;) 

6 : 

1 . 2 0 ( t , 3 H , J = 7 H z ) , : 

1. 2 2 (d, 6H, J= 7H z) , ; > 

1. 5 8 (s, 6H) , 

2. 8 6 (t , 2H, J = 7H z) , 
2. 9 5 - 3.0 5 (m, 1 H ) , 

3 . 13 ( t , 2 H , J = 7 H z ) , 
4. 19(q, 2H, J=7Hz), 

6. 7 8 (d, 2H, J= 9H z) , 

7. 3 0 - 7. 4 0 (m, 2H) , 
7 . 4 0 -7. 5 0 (m, 1H) , 

7. 5 3 (d, 2H, J = 9 H z) , . 

7 . 9 5 - 8 . 0 0 Cm, 1 H) 1..,- 

(2) 2 - [4 - [3 - [2 - (2-^Dn7x^) -5-^V7n^-4 
±ffi©**$'A»#* (4 Omg, 0. 0 8mmo 1) ^x^y-;i/-7jc (2m 

, l- lmD vmi$mm®M2&tc'&. '**fcu-*^ a omg) 

^ 3 5 mg^lfeo ; ' 

(I»9 2%) - -■ v. 
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1 H — NMR (CDC 1 3 , 4 0 OMHz) •'' - 5 < 

6 : 

1 . 2 2 ( d , 6H, J = 7 H z ) , 

1. 6 0 (s, 6H) , 

2. 88(t,2H 3 J = 7Hz), 

2. 9 5 - 3. 0 5 (m, 1 H) , 

3. 14 (t, 2H, J=7Hz) , 

6. 8 2 (d, 2H, J = 9Hz) , 

7. 2 5 - 7. 4 0 (m, 2H) , ; 
7 . 4 1 ( d , 2 H , J = 9 H z ) 

7. 4 5- 7. 5 0 (m, 1 H ) , 

7 . 8 5 - 7 . 9 0 (m, 1 H) 1 
^J85#I4 

2 - [4- [3 - [2 - (2-^PP7x_;i/) -5->f vrp^-l-^ 



(1) 4- [3- [2- (2-^DD7i-;i/) - 5 -J 4-#* 

**fl3'U 5^ £ A 7)1$ -<7 2x ( 2 5mg, 0 . ! 6 5 9mm o 1 ) £T H F ( 5 
mDCIS^tfet, *^TteT4-- [3- [2- (2-^DD?i^l/) - 
5 --f V7*n t:;i/- 4 -^^V tf/i>] 7dW-M7,x y (2 4 Omg 
-, 0. 6 5mmol) & 3^P^T-» bfc. zRJTFT* 1 M*t& Ufc&< Sfcg 

2 Omgf feo (W91%) 
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1 H-NMR (CD C 1 3, 4 0 0MHz) 
6 : 

1.3 0 (d, 3H, J = 7Hz) , 

1. 3 1 (d, 3H, J = 7Hz) , 

2. 0-2. 1 (m, 2H) , 

2 . 6 - 2 . 8 (m, 2 H) , 

3 . 0 0-3. 15 (m, 1 H, ) , 

3. 9-4. 0 (br, 1H) , 

•4 . 7 7 ( t , 1H, J = 6Hz), . . 
5. 6 — 5. 7 (br, 1H) , 

6 . 7 6 ( 2 H , d , J = 8 H z ) , 

7. 2 3 (2H, d, J = 8Hz) , f ., 
7 . 3 0 - 7. 4 0 (m, 2 H) , 
7 . 4 5 - 7. 5 0 (m, 1 H) , 

7 . 9 5 - 8 . 0 (m, 1 H) 

(2) 2 - [4- [3 - [2 - (2-^DP7x-;i/) -5-^V7Dt;i/-4 

±ffi(07i>Hl/M (1 1 Omg, 0.2 9 6mmo 1) % 2-7*D^- 
2 - * ;i/ p If :* > m^-f- ;v ( 1 7 3mg, 0.8 8 7mmo 1)\ 'jfttt* U 
<?A (12 2mg, 0. 8:8 7mmo 1) t^^^^^K^ (3mL>fc» 

••jkx*/i>4r h>fci:#&b?M£@* bfc„ £ ©SMi**' U b& * 

K m-f - C^*-? = 5/ 1 ) b 2 - [4 - [3- [2 

. - ( 2 - # n p 7 x-;i/) - 5 - 4 V 70 4 U ;v] - 1-tF 

tttt ( 1 2 5 mg) HTifeo (W8 7%) 



58 



WO 02/14291 PCt/JPOl/06836 

£©7PK>*>i»i#_(8 ; 0mg > 0. 16mmol) 
(2mL-lmL) ©Mifc^tfei, zk^fb U £ 2= ( 1 0 

mg) £jD*fco ISfct2 0l^^im S/W^&zKftU ^ilUfciD;?.* 
ftk MxfJ^JDlttlilbfe. ■«*IM*^Bi«> 7j^ A«*T?«5^U*l2K«» 

(JR*7 3%) 

'H-NMR (CDC 1 3) 4 0 0MHz) 
6 : 

1. 2 9 (d, 3H, J = 7 H z) v 
1. 3 1 (d, 3H, J = 7Hz) , 

1. 5 4 (s, 6H) , 

2 . 0 - 2 . 2 (m, 2 H) , 

2. 6 9 (t , 2H, J = 7Hz) , 
2. 9 5-3. 15 (m, 1H) 

4. 78(t,lH,J = 7Hz) , 
6.86(d, 2H,J = 8Hz), 
7. 25 (d, 2H, J=8Hz) , 
7. 3- 7. 4 (m, 2H) , 
7. 4 5 - 7. 5 0 (m, 1 H) , 
7. 9 0 - 7. 9 5 (m, 1H) 

2 - [4- [3- [2 - (2-^PP7ir:;v) - 5 ->f V 7P t?;i/-- 4'-** 
£j/ »j ;i/ ] - l - p ^.-;t/ ] ? x n » */ 1 - 2 - 3- )l 7 u g £ ygg 

(1) 4- [3- [2- (2-^DD7i-;H -5Hyrn^-=4-** 
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4 - [3- [2- (2-^DP7x-;V) -5--f V7P^-4-t*r; 
_!_ t l?n^.,>7Dt;V] 7x^-JKl 1 Omg, 0 2 9 6mmo 
1) , -^7 h;Vx^x;i/*>^-2kM ( 1 7mg, Q. 0 9 2mmol) &h 

(2mD 4»t-2 o twiiiufeo mmcom^mmm, 

4 - (A^>/it^=5/l) T-MSb±IB©M^t)*fie^ ( 
3 Omg) tlyXntzc 
(»2 8%) 

'H-NMR (CDC lj, 4 0 0MHz) 
6 : 

1 . 3 4 (d, 6H, J = 7H z) , 

3. 10-3. 20 (m, 1H) , 

3. 45 (d, 2H, J = 6Hz) , 

6 . 15 (d t , 1 H, J = 6 , 16 H z ) , 

6. 34 (d, 1H, J = 1 6 H z ) , 

6. 3 6 (s, 1 H) , 

6. 70 (d, 2H, J = 8Hz) , 

7. 09 (d, 2H, J = 8Hz) , 
7. 3- 7. 4 (m, 2H) , 

7. 4-7. 5 (m, 1 H) , 
7 . 9 5 - 8. 0 0 (m, 1 H) 

(2) 2- [4 - [3- [2- (2-^0D7i->) 

±^CD7 x;-;vS§iS#: (3 Omg, 0. 0 8 4mmo 1)\ 2 -7*n^- 2 
-^^7DM>ixf;i/ (5 0mg, 0. 2 5 4mmol)\ 
(35mg, 0. 2 5 4mmol) ^;i/x^-;i/>Jr h > (3mL) 
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"fclv- 2 oWiiiiSD^i liatsufets ^mm&^M, ft^f^x^ 

m (2 8mg) HT^o 
(l$70%) 

'H-NMR (CDClj, 4 0 0MHz) 



6 : 








1 . 


2 4 


(t , 3 H, J = 


7 H z) , 


1 . 


3 2 


(d, 6H, J = 


7 Hz) , 


1 . 


5 4 


(s, 6H) , 




3. 


0 5 


- 3 . 15 (m, 


1H) , 


3. 


4 7 


(dd, 2H, J 


= 1 , 6Hz), 


4. 


2 2 


(q, 2H, J = 


7Hz), 


6. 


1 5 


(d t, 1 H, J 


= 6 , 1 ,6 H z ) , 


6. 


3 4 


(dd, 1H, J 


= 1 , 16Hz), 


6. 


7 7 


(d, 2H, J = 


8 H z) , 


7. 


2 3 


(d, 2H, J = 


8Hz) , 


7. 


3 0 


- 7. 4 0 (m, 


2H) , 


7. 


4 5 


- 7 ". 5 0 (m, 


1H) , 


7. 


9 5 


- 8 . 0 0 (m, 


1H) . 



(3)2- [4- [3 - [2 - ( 2- £ D v 7k-;i/) - 5 - -i V Tu \£)V- 4 

±iB©y D t^- >f iif ( 2 5 m g, 0 . 0 5 3 mmo 1 ) §x^;-;i/- 
7X ( 2 mL - l mL) ©Mlttt^f fe^ *?tft U ^£ A-?J<TO ( 6 
mg) £jbti*feb g^^T2 0^P^«#^ S SiiSM^zK^ it&g^n**^ 



61 



WO 02/14291 



PCT/JP01/06836 



1 H — NMR (CDClj, 4 0 0MHz) 



1. 3 3 (d, 6H, J = 7Hz) , 

1. 57 (s, 6H) , 

3. 0 5 -3. 2 0 (m, 1H) , 

3 . 4 8 ( d d , 2 H , J = 1 , 6 Hz ) , 

6 . 2 0- 6. 3 0 (m, 1 H) , 

6 . 4 2 ( d d , 1 H , J = 1 , 1 6 H z ) , 
6.8 6 (d, 2H, J = 8Hz) , 

7. 2 2 (d, 2H, J = 8H z) , 

7 . 3 0 - 7 . 4 0 (m, 2 H) , 
7. 4 5 - 7. 5 0 (m, 1H) >, 
7. 9 5 - 8. 0 0 (m, 1 H) . , 

mmme < 

2 - [4 - [_3_= T2 - (2-^PP7x-jl/) - 5-^ V 7°P ;U- 4 
2 _ [4_ [3_ [2- (2-?DD7i-jl/) - 5 ->f V7DK^-4-* 

u - i -rn 7i-w=5^>] - 2 ^7.oKt>i 

xf;i/ (4 Omg , 0. 0,8 5mmo l) (8mL) 10 

%Pt-C (8mg) ftiD*fcflU Tk^JfBfTF (SEE) 8RFIi#Ufeo 
>tt<D}Sfc&»Rbfe&s tK (3mL) ft U A-* 

$]» ( 6mg) 2 ommmnistzo sis^^^u #^£an;t#*D 

»«x*/|,*fti*.fco ««*ft.^iLbfc|ls 7KT'^b«^^ hU^A 
b^Slfc b fc c #»3:^St«£E.«* bv aatseife v * w.* ^ A * 

^ 57>f - ( A ^ 1 j. > /iflij^= : 5./i) ■c»ttb±ia<z>»*fl3^»*^e 



5 : 
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M (17mg) tbtffco 

(2HW4 5%) - 

'H-NMR (CDC 1 3) 4 0 0MHz) 

6 : 

1. 29 (d, 6H, J = 7Hz) , 

1 . 5 6 ( s , 6 H ) , 

1. 8 5-2. 0 5 (m, 2H) 5 • 

2. 5 6 (t, 2H, J= 7H z) , 

2 . 6 5 (t , 2 H , J = 7 H z ) , 

2. 9 5-3. 10 (m, 1 H) , - 

6. 87 (d, 2H, J = 8Hz) , ' ^ 

7. 11 (d, 2H, J = 8 H z) , 

7 . 3 0 - 7. 4 0 (m, 2 H) , 
7 . 4 5 - 7 . 5 0 (m, 1 H) , 
7. 9 0 - 7.9 5 (m, 1 H ) . 



mmm7 

( 7 - 1 ) 

2- [4- [2- (2-^PP7i-;i>) - 5 -4 V7P 4 -it*W 

a s^n • •* 

mp 1 2 0- 1 2 1°C 
1 H-NMR ( C DC 1 3 , 4 0 0MHz) 

6 ; 

1. 3 4 (6H, d, J = 7Hz) , 
1. 65 (6H, s) , 
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3. 4 1 (1H, qq, J=7Hz, 7Hz) 

4. 5 3 (2H, d, J = 6 Hz) , 

6. 89 ( 2 H , d, J = 9Hz) , 

7. 2-7. 4 (2H, m) , 

7. 47 (1H, dd, J=lHz, 8Hz), 

7. 6 7 (1H, dd, J= 1Hz, 8Hz), 

7.69(2H,d,J = 9Hz), 

7. 7 9 (1H, t, J = 6Hz) . 
IR vmax(KBr) cm -1 ;., v • d 
3 3 8 1, 3 3 7 7 , 2 9 7 4, 1 7 0 1, 1 6 9 7 , 1 6 6 2, 1 6 0 5, 
1 5 7 4, 1 5 4 1 , 1 5 0 0 , 1 4 6 0, 1 4 3 9, 1 3 8 5, 1 2 8 8, 
1 2 4 6 , 1 1 8 8, 1 1 5 5 , 1 0 5 3 , 1 0 2 2,9 6 6, 9 1 0, 
8 5 0, 7 9 6, 7 6 6, 7 3 7, 6 5 4, 6 3 6 , 5 9 2. 

(7-2) 

2- [4- r 2 - (2-^PP7x=M -5^V7'P ^-4-tW 



1 H-NMR ( C D C 1 3 , 4 0 0MHz) 

1. 3 5 (6H, d, J = 7 Hz) ,: 
1 . 5 6 ( 6H, s) , 
3. 2 5 ( 1H, m) , 
3. 6 7 (2H, s) , 

6. 88 (2H, d, J = 9Hz) , 

7. 3 5~ 7 . 40 (2H, m) , 
7. 43 (2H, d, J = 9Hz) , 
7 . 5 3 ( 1 H, m) , 
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7. 9 3 ( 1 H, m) , 
9. 3 9 ( 1H, s) . 



PCT/JP01/06836 



( 7 - 3 ) — 
2- [4- [4- [2- (2 - ^PP7i-;i/) - 5 -4 V7P^l/-4-^ 

'H-NMR (CDC lj, 4 0 0MHz) 
8; 

1.30(d,6H,J = 7Hz) 

1 . 6 6 ( s , 6 H) 
2 . 0 4 (in, 2 H) 

2. 6 2 (t, 2H, J = 7Hz) 

2. 91 (t, 2H, J = 7Hz) 

3. 1 0 (m, 1 H) 

6 . 9 1 ( d , 2 H , J = 9 H z ) 
7. 3-7. 5 (m, 3H) 
7. 87(d, 2H, J = 9Hz) 
7. 9 1 (m, 1 H) 

(7-4) 

2 - [4 - [3 - [2 - (2, 4-S^PP7x-;i/) - 5 - V :TP 
4-;fr=fr»yj;i/] 7°Ptf^--;i/1 7 xn;t/;t^>] -2-^;i//Ptft>l 

3MImp 1 0 0 - 1 0 5°C 
'H-NMR (CDC 1 3) 4 0 0MHz) 
8; 

1. 30 (d, 6H, J = 7Hz), 
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1 . 6 5 ( s, 6 H) , 

2. 9 5 (t, 2H, J = 7Hz) , 

3.20(qq, 1H, J = 7Hz,J=7Hz), 

3.28(t,2H,J = 7Hz), 

6, 8 8 (,d , 2 H, J = 8 H z) , 

7. 2 9 (dd, 1H, J = 2. 9 Hz) , 
7. 4 9 (d, 1 H, J = 2 H z) , 
7.85(d, 1H, J = 9Hz) 

7. 85 (d, 2H, J = 8Hz) 

(7-5) 

2- r 4 - r 3 - r 2 - (2, 4-y»pp?x^) - 5 -^v/p^^- 

•H-NME (CDC l s , 4 0 OMH z) 
5 ; ...... 

1 . 0 0 ( t , 3 H , J = 7 H z ) , 
1. 3 0 (d, 6H, J = 7Hz) , 

1. 5 7 (s, 3H) , 

1. 9 0-2. 10 (m, 2H) , 

2. 95 (t, 2H, J = 7Hz) , 

3. 15-3. 4 0 (m, 3 H) , 

6. 9 0 (d, 2H, J = 8Hz) , 

7. 30 (dd, 1 H, J = 2. 9 Hz) , 
7. 49 (d, 1H, J = 2Hz) , 

7. 88 (d, 1H, J = 9Hz) , 
7. 9 0 (d, 2H, J = 8Hz) 
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(7-6) 

2 - [4- [3 - [2- (2, 3-->*^PP7x-;i/) -5- V7°p 
4 -^-^r-tj-y;;!/] 7"P^^-;i/] 7x-;i/^-»->] - 2 -/^/d e#>^ 

■'H-NME (CDC 1 3) 4 0 0MHz) 
8; 

1. 3 1 (d, 6H, J = 7Hz) , 

1. 6 9 (s, 6H) , 

2. 9 3 (t, 2H, J=7Hz) , 

3. 2~3. 3 (m, 3H) , 

6. 8 9 (d, 2 H, J = 9H z) , ' 

7. 49 (d, 1H, J = 8Hz) , 

7. 78 (dd, 1H, J = 2 and 8Hz),' 
7.8 1 ( d , 2 H , J=9.Hz) , 
8 . 0 3 (d, i H > J = 2 H z ) . 

(7-7) 

2- C4- F3- [2- (2-^>'/7 7^) -5-4 V7m¥)l-4-Jr . 

mp 135-139 °C 
'H-NMR (CDClj, 4 0 0MHz) 
8 ; 

1 . 3 3 ( d , 6 H , J = 7 H z ) 

1. 6 9 (s, 6H) 

2. 96(t,2H, J = 7Hz) 

3. 2 4 (m, 1 H) 
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3. 3 2 (t, 2H, J = 7Hz) 

6. 9 1 (d, 2H, J = 9 H z) 

7. 2-7. 3 (m, 2H) 
7. 3 6 (m, 1 H) 

7 . 5 5 ( d , 1 H , J = 8 H z ) 

7. 6 2 (d, 1 H, J = 8Hz) •■ .,' . . u : 

7. 8 6 (d, 2H, J = 9 Hz) 

I R v m a x ( K B r ) c m" 1 ; 
2 9 6 8 , 1 7 1 3 , 1 6 8 0 , 1633,15 99, 1572, 15 0 4, 
1470, 1412, 1360, 1302, 1 2 57, 2 1 5 , 1 14 9, 
1111, 1032, 964, 849, 8 1 6, 7 4 4. 

(7-8) 

2 - f 4 - [3- T2 - (4-tf7 3i- ! ';;i/) -5--f V7D^-4-^ 

1 H-NMR (CDC 1,, 4 0. OMH.z) 

5 ; : ^ ..." v • ■ .. .-/ ■■ . ' . , ' ■.. ' ' ' ^ 

1. 3 2 (d, 6H, J = 7Hz) 

1. 6 9 (s, 6H) 

2. 9 5 ( t , 2 H, J = 7 H z) . f 

3. 1-3. 3 (m, 3 H) 

6. 8 9 (d, 2 H, J = 9 H z) 

7. 3 - 7 . 7 (m, 7 H) 
7.77(d,2H,J = 9Hz) 

8. 0 2 (d, 2 H, J = 8 H z) 
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(7-9) . • 

2 - [4 - C3 - [2- (1-b Yu**s-2-i~7 3-)\s) - -4 yrp£ 

-' 

1 H — NMR (CDClj, 4 0 0MHz) 
5 ; 

1. 3 0 (d, 6H, J = 7Hz) , 
1 . 6 6 (s, 6 H) , 

2. 98 (t, 2H, J = 7Hz) , 

3. 22 (qq, 1H, J = 7Hz, 7Hz) 
3 . 3 6 ( t , 2 H , J = 7. H z ) /, 

6. 9 2 (d, 2 H, J = 8 H z ) , 
7.3 7 (d, 1H, J = 9Hz) 

7 . 4 - 7 . 6 (m, 2 H) , 

7. 7 7 (dd, 1 H , J = 2, 9 H z ) , 
7. 81 (d, 1H, J = 9Hz) 

7. 94 (d, 2H, J = 8Hz) 

8. 39 (dd, 1H, J=2, 9 H z ) 

(7-10) ■ 

2 - [4 - [3 - [2 - (2, 4-y^PP7ir;i/) - 5-YV7P^- 
4 -a-^-frV U;H -l-T'p^-^l y x-;i/^^r->1 - 2-/f/l/7P Kt 

'H-NMR (CDC 1 3) 4 0 0MHz) 
5; 
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1. 3 3 (d, 6H, J = 7Hz) , 
1. 5 7 (s, 6H) , 

3.10 (m, 1 H),., ; ; ; 
3. 48 (dd, 2H, J = l, 6Hz) , 
6.25 (m, 1 H) , 

6. 4 2 (dd, 1H, J=l, 1 6Hz) , 
6 . 8 6 (d, 2 H, J = 8H z) , 

7. 2 5 - 7. 3 5 (m, 2H) 
7. 5 0 (d, 1H, J = 2Hz) 
7. 9 2 (d, 2H, J = 8Hz) 

(7-11) . 
2 - [4 - [3 - r 2 - - 2 -j- 7 f2k ) ~ 5 zi± V ?° p ^ 



1 H-NME (CDClj, 4 0 0MHz) 



5 












1 . 


3 7 


(d, 


6 H, 


J = 


7Hz), 


1. 


6 6 


(s, 


6 H) 






2. 


9 7 


(t, 


2 H, 


J = 


7Hz) , 


3; 


2 5 


Cm, 


1H) 


5 




3. 


3 5 


(t, 


2 H, 


J = 


7Hz) , 


6 . 


9 2 


(d, 


2 H, 


J = 


9Hz) , 


7. 


3 0 


(m, 


1H) 






7. 


3 5 


(s, 


1H) 






7. 


4 3 


(m, 


1H) 






7. 


6 8 


(d, 


1 H, 


J = 


7Hz), 
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7. 8 1 (d, 1 H, J = 7Hz):> 

7. 9 3 (d, 2 H, J = 9 H z) , 

8. 3 0 (s, 1 H) . 



PCT/JPOl/06836 



(7-12) 

2 - [4 - [ 3 - [ 2 - (4-^PP-2-kFP^>7 x - 5 - >f V 

1 H-NMR (CDC 1 3 , 4 0 OMH z) 
5; 

1. 3 1 (d, 6H, J = 7Hz) , 

1. 6 7 (s, 6H) , 

2. 9 4 (t, 2H, J = 7Hz) , 

3. 2 0 (m, 1 H) , 
3.31(t,2H, J = 7Hz), 

6. 90 (dd, 1H, J = 2 and 9Hz), 
6.93(d, 2H, J = 9Hz), 

7. 0 3 (d, 1 H , J = 2 H z ) , - 
7. 6 8 (d, 1 H, J = 9Hz) , 

7. 9 1 (d, 2 H, J = 9Hz) . 

(7-13) 

2- [4- [3- 12- (4-7'P ; E-2-»PP7i^l/).-5-^V7 , P 

a- >^ 

6g7 ; e;v7 7X 
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1 H-NMR (CDC 1 3 , 4 0 0 MHz) 
6 ; 

1. 30 (d, 6H, J = 7Hz) 

1. 6 5 (s, 6H) 

2. 95 (t, 2H, J = 7Hz) 
3.2 0 (m, 1 H) 

3. 2 6 (t , 2H, J = 7Hz) 
6.87(d, 2H, J = 9Hz) 

7. 43 (dd, 1H, J = 2, 8Hz) 
7. 6 5 (d, 1H, J = 2Hz) 
7. 7 6 (d, 1H, J=8Hz) 
7. 8 3 (d, 2H, J = 9Hz) 

(7-14) 

2 - [4- 13- [2- (3-^PP-4-E7i-'J^) -5--fV7°Pt^ 



1 H-NMR ( C D C 1 3 , 4 0 0 MHz) 
5; 

1 . 3 2 (d, 6H, J = 7Hz) 

1 . 6 5 (s, 6H) 

2. 9 7 (t , 2H, J = 7Hz) 

3 . 2 2 (m, 1 H) 

3.2 7 ( t , 2H, J = 7Hz) 

6. 8 8 (d, 2H, J = 9Hz) 
7 . 3 - 7 . 5 (m, 3 H) 

7 . 5 3 (dd, 1H, J= 2, 8H z) 
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7. 5-7. 6 (m, 2H) 

7. 7 1 (d, 1 H, J = 2Hz) 

7. 8 2 (d, 1 H, J = 9Hz) ' 

7. 9 5 (d, 2H, J = 8Hz) ^ 

mmms 

( 8 - 1 ) 

2 - [4 - [3 - [2 - [ (4-h >LZik^P2j±2k) 7^-;i/1 -4-^^;i/ 

- s-^t^/u^] rp^t^] 7x^2M^j -2-^f;^Pt;t>B 

mp 1 5 8- 1 6 0°C 
'H-NMR (CDC1„ 4 0 0MHz) 
6; 

1 . 6 8 (s , 6 H) , 
2. 4 5 (s, 3H) , 
3.2-3. 35 (m, 4 H) 
6. 9 3 (d, 2H, J - 9 H z) , 
7.6 3 (d, 2 H, J = 9 Hz ) , : 
7 . 9 1 (d, 2 H, J — 9 Hz ) v 
'7 .96 (d, 2 H, J = 9 Hz). 

(8-2) 

2- [3- [3- [2- ( 2, 4-^^DD7i-^) - 5 V 7°P hVI/- 4 

i^t±&2JL?k] ^PKt-M Z_£^2k±±23 - 2 - ^fji/7P tf*->ig 

flfe^mp- 1 15 -1 2 0°C 

1 H — NMR (CD CI 3 , 4 0 0MHz) 

6; ^ ' 

1 . 3 1 (d, 6 H, J = 7 H z ) , 
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1 . 6 2 (s, 6H) , , 

2. 9 2 (t , 2H, J = 7Hz) , 

3. 1 6 (qq, 1H, J = 7Hz, J = 7 Hz) , 
3 . 2 4 ( t , 2 H , J = 7 H z ) , 

7. 1 6 (dd, 1H, J = 2, 9Hz) , 
7. 34 (dd, 1H, J = 2, 9 H z) , 
7. 3 5 (t, 1H, J = 9Hz) , 
7. 5 1 (d, 1H, J = 2Hz) ,. 
7. 6-7. 7 (m, 2H) :J 
7 . 8 8 (d, 1H, J = 9 H z ) 

(8-3) . ... ; 

2 - r 4 - [3- T2- (2, 4-^^PP7xn;i/) -5--fV7'P^-4 



(1) 3- T2- (2, 4-y^PP7x : ^) -5 - iV7P^-4-t^ 

■»^u;i/1 -l - (4-bKP»->7x-;i/) 7;p/iy-,i-t> , 

SMfrbfcTHF (1 5mL) 6 0%&mfc*^ , ( 1 2 Omg, 3. 0 
Ommol) ^iD^feo m^X2- [ (4-«>^^^^) ^>VM>] -.*» 
(900mg, 3. 02mmol)©THF(15mL) «P»*3 0#HS 
•elTlfeo SfifcRUS 0^«#bfcfts 4-3-^f^-5-f V/Pt 
;p_2- (2, 4-^.RD7i-il/) (1. 2 0.1, 3. 00m 

mo 1) ^in^.feo A**BB»Tfc*C 2 OBSfflin&iSS&bfc&s ^MfcHUTH 
F *»£ES5fe.b,feo Sitii C 7 , 5 mL) riMH* ( 2 . . 0 mL) 5 



74 



WO 02/14291 PCT/jPOl/06836 

ttjgfc£#>&ftg£&&gl (6 5 Omg) t^xntco (HZ¥5 3%) 
'H-NMR (CDClj, 4 0 0MHz) 
6 : 

1. 3 2 (d, 6H, J = 7 H z ) ," 

2.96(t,2H, J = 7Hz), 

3. 22 (qq, 1H, J=7Hz, 7Hz) , 

3. 25 (t, 2H, J = 7Hz) , 

6.7 7 (d, 2H, J = 8Hz) , 

7.29(dd, 1H, J = 2, 8Hz) , 

7.49(d, 1H, J = 8Hz), 

7 . 6 0 (b r s , 1 H) , 

7. 76 (d, 2 H, J = 8 H z ) , 

7. 8 4 (d, 1H, J = 8Hz) , 

(2) 3- [2- (2, 4-^^PP7irji/):-5->fV7 , P^-4-^^ 
•fr^U^] -1- [ (4-^7<^;t/^^^;i/>>^-1 , ;i/^-^r-» 7x~;t/1 7n;i 

>- 1 ' 

±IB©7iy-;vp^ ( r. OOg, 2 . 4 7mmol) , 4 -*?* j-)l7 
J t: rj i?> (3 Omg, 0. 2 5 mm o 1 ) N h -U ^)VT K > ( 0 . 7mL 
,4. 9 4mmo : r) 4dry^^t> ( 5 . OmL) fcl&SI&^fc&s 
TfcTttfc^?JI/^:fr:&;Wt i E-r;]> ( 3 6 7m g , 2 . 9 7mmo 1) ^MX 

^in^^s^^sibfeo *»Ji*ttina)jK»**^h»;«>A2k»*x * N Ail 
fcT«KtscifcTf±ia©«ja<b^»sasifi'iiiitt» (1-. i 5g) tvxntz 

o (JR*.9 5%) 

'H-NMR (CDClj, 4 0 0MHz-) 
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6 : ; • ,, " - ;., . O 

1. 3 1 (d, 6H, J = 7Hz) , ; 

2. 98 (t, 2H, J = 7Hz) , 

3. 20 (qq, 1 H, J = 7 H z , 7H z) , . ' 
3. 3 6 (s, 3H) , 

3. 3 9 (t, 2H, J = 7Hz) , 

3. 4 6 (s, 3H) , 

7. 1 5 (d, 2H, J = 8Hz) , 

7. 3 0 (dd, 1H, 3 = 2, 9 Hz) , 

7. 4 9 (d, 1H, J = 2Hz) , 

7.8 9 (d, 1H, J = 9Hz) , T 

8. 04 (d, 2H, J = 8Hz) , 

( 3 ) 3- [2 - (2, 4— ^»PP7i-;V) - 5--f 

JbfBO^^-pb^^t^e-f ( 1 . 10g, 2. 2 4mmol) In-rl^r 
( 1 5mL),CSi^tfe^ ftS2 5 0 ; °G C.^ 8 Hij)OiI^lfe» ^fi 

= 3 / 1 ) t# ufSM-T £ £ t ^±M<nm^&ty%^&^Wfo 
(3 5 Omg) fcltife, (M3 1%) 
1 H — NMR ( CD C 1 3 , 4 0 0 MH z ) 
6 : . .. , - . , . , • -V..'.> ' 

1. 3 1 (d, 6H, J = 7Hz) 

2. 9 8 (t , 2 H, J = 7Hz) , 

3. 0-3. 2 (br, 6 H) , . ; • 
3. 19(qq, 1H, J = 7Hz,7Hz), 

3. 39 (t, 2H, J = 7Hz) , 

7. 3 0 (dd, 1 H, J = 2, 9Hz) , 
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7. 4 9 (d, 1~H, J = 2 Hz) , 
7.5 8 (d, 2H, J = 8Hz) , 
7. 8 8 (d, 1 H, J = 9 Hz) 
7. 9 8 (d, 2H, J = 8Hz) , 

(4) 3- [2- (2, 4-i??UV7 x.=.)i) - 5-J V7a¥)l- 4-** 

±I3©#;W\'^-f;i/fiM3 3 5mg, 0. 6 8 mmol)^dry^^-;i/ 
(8mL) HSI^tfei, 0. 5N MeONa (2. 0 mL) %tUX 2 0 B# 

mmmmm\ytzo istnifets fc&tts sw&m&mm* 

^(cii^o^Mft-^ti^^jtafeiafr (2 7 7-mg) tvxmtdo mws i 
%) 

'H-NMR (CDClj, 4 0 0MHz) 
6 : 

1. 30 (d, 6H, J = 7Hz) , 

2. 96 (t, 2 H, J = 7Hz) , 

3. 16 (qq, 1H, J=7Hz, 7Hz), 
3. 24 (t, 2 H, J = 7 H z) , - 
3.60 (s , 1 H) , 

7. 2-7. 3 (m, 3H) , 
7.49(d, 1H, J = 2Hz), 
7.84(d, 2H, J = 8Hz), 
7. 8 7 (d, 1 H, J = 9Hz) , 

( 5) 2 - [4- f 3 - [2 - (2, 4-^^PP7i-;i/) - 5--fV7p^ 
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±fi (4) C2- (2, 4-^D07x-;V) -5->fV:7 

nK^-4-*WJM - i- (4-^;v>brh7i-;v)i D/O-l- 

*>*fflv^ (2) s (3) tmmtex&ttbumih&nntzo 

'H-NMR (CD C 1 3 , 4 0 0MHz) 

5; i 

1. 30 (d, 6 H, J = 7 Hz), 

1 . 5 2 (s , 6H) , 

2 . 9 7 (t , 2 H, 1= 7 H z) , 

3. 1 9 (qq, 1H, J-7Hz, 7 Hz) , 

3 . 3 7 (t, 2H, J = 7Hz) , : 

7. 2 9 (dd, 1H, J- 2, 8 Hz) , 

7. 48 (d, 1H, J = 2Hz) , 

7. 55 (d, 2H, J = 9 Hz) 

7. 8 6 (d, 1H, J = 8Hz) , 

7. 90 (d, 2H, J = 9Hz) 

(8-4) « 

2- [4- T3- T2- f (4 ~ b 'J7Mp^^ ?x,jl/1 

5-»7v'u;i/1 7pk^1 7xrM» ^i 

'H-NMR (CDC 1 3 , 4 0 0MHz) 
5 ; 

1. 3 3 (d, 6 H, J = 7Hz) , 
1. 6 8 (s, 6 H) , 

3. 15 (qq, 1H, J = 7Hz, J = 7Hz) , 
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3. 2-3.3 (m, 4H) , 
6.9 4 (d, 2 H, J=9Hz) , 
7. 6 4 ( d , 2 ; H, J = 8 Hz) , 
7 . 9 2 (d, 2 H, J = 9 H z) , 
7. 99 (d, 2H,J = 8Hz), 

mmm 9 
mmmm) 

(l)PPARa. v> Vfett^Oiljt 

sfi!Hti-£rtJ CHWJ 1 ~ 6I«0PPAR(J7if^l©L- : l 6 5 0 4 
1 (Berger, J. ffe, ( 1 9 9 9) J. Biol. Chem. , 2 7 4: 
6718-6725) ) OP P A R a s y RTf 6fi5mb1fc*&T<D£ 5 kmfe L 

i ) *m ' ' : ' ■ 

TyvxxvvvKmmmwmm (cv- imm) &, 

**>s k ( d m s o ) Kmm v , mmD u s b m& o . i % T-ie^^ffi ^ fe • 

v 2) f^T. ^ K - 

: §§Ml^7^= f (GAL 4-hPP ARa 1 LBD, GAL 4-hPP 
ARr L B D N GAL 4- hP PARS LBD) , l/^-^-^A^K ( 
UAS x4 -TK-LUC) , h>^ ; -^^I77X^ K L9GAL 

) ftKliewer, S. A. flfe, ( ( 1 9 9 2 ) Nature, 3 5 8:7 7 
1 - 7 74) tW^OMbto 

3 ) h => > X' 7 x £ 3 > 

cv - i»s 2 xi o 5 i0iiis-e s 2 4t7*)]/t%m7° 

l/->«£, 24^^, 4%fl&B»>^M (FGS) ttOPT I —MEM 
I Reduced ' S e rum Me d i urn (L if e Techno lo 
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gies) 5 0 0/zl/we ll^IlL ii»©OPTI- 
MEMT*M&$VS DNA$*i#Cl.*i^ ( 2 5 0 /z 1 8 »«) ^fcD 
, WT©J**ft^*"fS*fl) ; 0. 03//g©.GAL4-hPPAR(J LBD 
, 0. 25//gOUASx4-TK-LUC ) 0. 35/zg©/?GAL N 2/ul 
© U #7 x £ $/ a >ISiDMR IE-C (Life Technologies 
) , utl^OPTI -MEMt^il, ^MT*3 0^§tbfct©) 
LT, 3 7°CT* 5^f^it#Ufco 
4) S»fc£»*jnfc<fc£iMJ68!3 

Sidfcl 0 O°/oDMSOt^ibfc*0) ^^tf 4 % F CS-OPTI-ME 
M 5 0 0//1 tcfffc fc2fc&b-C<* &fc 4 0 j$J3, 3 7°Cl?ig#bfeo 

gfftfclfcg, P.B S T* 2 ^MM^ l lllff VN, HxMfc ?3 , 

^7i5- Bffitt*3gfflqr#flillif« (2 5mM Tris-P0 4 (pH 
7. 8), 15%v/v Glyserol, 2%CHAPS, l%Lecit 
hi.n, 1%BSA, 4mM EGTA (pH 8 . 0) 5 8mM MgC 1 2 
, , I mM D TT ) 1,0 0 a ttttl/t, SSt 1 0^1tt l/L ^©-5 % 
©2 Q//.1 O B^xMiirk-Tlt^Klt, JI/i/7x.7-€IIgSl 
00/zl (E9-*5>-> ; -y#>j?->a») £Mb, ML.H-H.0.I7 

; — £M4x) /U^7-*^*-**fe?.©**fcJ9^lD-*:"C* V >fe^ GA 

l ^loijtt a #a c <t .*«tt»a« , £ £s » * ? * * — e js 

y-vm&®nfei5m&, 5 0 // 1 ©ir»flsit»*ai^ 9 6 x;i/7*v- b 

Btb, ONPG ( 2 - - h D 7 x ~ ;i/ -/?-D-#77 h^^y^K) SH0 
0 jn 1 &*iDbt, SfiT* 5^H^ V^a^-h bfco-S-JfeflUh*. ( lMjfcmi- 
Y 50//1 4 14 nin® b.fc. btffl 

VAfeDMSO (0. ©^■Cftabfe»JB©^^7x^— gStttf (□ 

>kd-;hi) %.o%k> nmm (ppar«: io- 4 m wy-i 6 5 0 4 1 
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, PPARr : 10- 5 M Ros ig 1 i t a z one N PPARd 1 0" 4 M 
L- 1 6 5 0 4 1) -zmmhtzMMcDfrtsy fe*rSttjt£ 0 0%tVX 

ii. iiii 



[312 5] 





PPARa 


PPARr 


PPAR5 


mmm 1 


9 ± 1 


2 7±3 ; 


8 0 + 1 0 


HWJ2 


75 + 4 


5 1 ± 3 


9 3 ±4 


H»J 3 


1 0 


1 6 


1 9 


H %$l 4 


3 5 


2 6 


2 3 


H»J5 


5 2± 7 


36 + 3 . 


1 1 4± 1 




98 + 6 


93 + 1 


109+10 


L-165041 


2± 1 


1 ±0 


32+15 



pp ARrSM^ : mmm* i o o%thtct^(omnm r 
ppar«s 7s dmmbnamfete&mh&wmmfri Q- s M<om 

m.2 5frt>wf?ipte&5^ mnmih&yo&L - 1 65041 t\t^ s m^x. 

lZ%n&±®&jj * P P AR t &W <b frizftvtco 



81 



WO 02/14291 PCT/JPO 1706836 



[*2 6] 





PPARa 


PPARy 


PEAR 6 


mmm 7-4 


1 


2 


8 6 + 10 


mmm 7-5 


1 


2 


5 8±1 4 


mmm 7-6 


8 


1 9 


96 + 1 3 


mmm 7-7 


1 


9 


6 5 ± 2 


n»j 7-8 ! 


1 


2 6 


5 8 . 


mmm 7-9 


8 


5± 1 


80 + 5 


H»J7-10 


3 


1 


7 0 


.7-11 


29 + 3 


18 ±4 : 


8.5+1 


mmm7-i2 


8 ± 1 


4 


7 9 ±2 


mmm 7-13 


1 


3 


8 1 


^§i&#l 7-14 


2 


1 8 


5 3 


L- 1 6 5 0 4 1 


2 + 1 


1 ±0 . 0 3 


3 2 + 15 



312 eipbWbfrft&ot:, **8ifl3'&« (%nm~7-4, mmm7-5, m 

MM7 - 1 1^) iiL- 1 6 5 0 4 1 £Jfc^ (5l^X{i^tiW±©^** P P A 

r 6 %i&ihm %m-?z>z tttw ibfrKK -otco ztcxmwfc&yo ( mmm 7-4 
, mmmi -12m) ,k?^x&^ <p p ar a^t»tgttjbt6fcj±^s ppar 

nm#ii.i • 

ll»J8fBfl©fti§rtlt§iU «0)9 tll^^^^T-PPAR^ftlfe 
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[S27] 





P P AR a 


PPARr 


PPARd 


mum 8 - 1 


1 2 9 


5 


8 9 


mmm 8-2 


1 2 6 


6 2 


5 3 




12 0 


3 1 


9 7 


mmm 8-4 


16 6; 


:8 6 


1 3 2 



PPARtSffifttfe : 1 0 0 % i: LfefiMD&BHb^fe 1 O^Mt© 

P P AR a : WY- 1 4 6 4 3 ( 1 0~ 4 M) 

P P AR r : Ros iglita z o ri e ( 1 0 ■ 5 M) 

PPARd : L - 1 6 5 0 4 1 ( 1 0~ 4 M) 

^2 ItibWbipteXotZs fcWUHb^* 8 - 1 -HflSM 8 — 4 ) tt 
L- 1 6 5 0 4 1 iiit^s W*X'tt*nJK±©»*ft'P!PAR(yStt'ftites*Tr 
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m * © is m 



1. &0Hft5$ ( I) N 




Ki» 2 'v 8 ©7/^-/l/.Ss 3 ~ 7 HO J' ^ P 3-7* 
m<DSs!? o 7;^;b£-c*ifc£*fcfe#*« 1-8 ®7J^^i, at&as^bT 

At±«5RJg^; WEltS^s XfiNR 5 (R«ttic*jR^a:«** 1 ~ 

8c7)^;i/^;i/S^si-„ ) x'strx'tt^n^naA-bTje^s 

M3\ S (0) p (pttO~2®gEgC&£'r. ) x C ( = 0) „ C( = N-0R 6 
) (R 6 tt7K^?Xtt^^l~8©T;i/^;i/i££S-ro ) s C (=0) NH 
s NH C ( = 0) s S0 2 NH\ NHS0 2J CH (OR 7 ) (R 7 ttTkfiiM^Xfci: 
Ml~8©7M/VS^Sto ) N CH = CH, XttCsC&£U Yftg 

ut vnt b&^mmm 1 ~ 8 u z ttnawc^xH: 

flMtJE^fc^U R 3 ^O t R 4 «^n^^^Mb-CgmS£WbTV^T^)^V^^ 

Wl 1 ~ 8 ©r;i/*;i/S£3lU ^ bTR 8 tt*5RS-?XttKSI» l ~ 8 <z>:p;i/* 

flU X^Hg^Ofctx X 2 &0 N S (0) P T-&<U SfcX^C ( = 0 
) NHcDfcts X 2 y:^^T-^VAo ) 

2. ^O-jftS (IDs 
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Z 1 — Q— CO2H 



(II) 



(DHvv^M^mWkZtifcmm&i ~ 8 otkz-km, umm 2-8 

-;i/Ss ^ilS 2 ~ 8 cd^;v^-;i/^ n 3 ~ 7 mmS^^u r)v^)vm, 3-7 
««©^^D^;i/^;b«T-sm#tife^l!(l~8cDT;b^;^s 
bt;^y>JIK -f Dl, 7^/^ j^^^tl ~8©T;i/dM/« N 

<DT;i/n^ri/^ s l~3^cD7ND^>J^^^gm^nfeM^mi~8©^>=]^ 

& *> mtn ssi b < & w vx vs x $-g o 71^ ^ ( 7* 
;^;i/$#©is*3if $U ~ 4 ) , 71-^ ^-7^;i/Sx tfU^;i/*s 

7 'j;t/i s *7 »>;i/*s ^>^7^7U^gb< &^>V*^x-;i/^£g|b 
. X'^VX'Mi^tl^Miitb-Ci^^s S (6) q (q&0~2©«(£3l 

To ) N c (=0) N c (=n-or 18 ) (R iB &7mm*x.u)%miki~8<D 

7Jl*)\/&*mto ) s C ( = 0) NHs NHC ( = 0) s S0 2 NH s NHS 

0 2 , c h (or 17 ) (R'uhm^^t^mmi-soTji^jm^mto 

) \ CH= CH N X & C = C ; £il U Y 1 &g&g£ hXMmm 1-8©7;H 
71/^ b< ~8©T;i/=i^>>^WbTVSTfe^V^gi£l~80T 
7l/*P>$£glbs ZM±^M^Xttm^ii^^^b> ^ltR 13 MR 14 li 

^n^n^3ibTS^Si:b-tADy>M-?x^^iS:l~8©r;v3^$/S^ 

m bt tf*C fc'&V>jfc*"» l'~ 8 ® 7ft*)m*%.?o 

Mi>, x^vm-s^otz, x 12 &ov s (o) 4 -c^< N tfex^^c ( 

= 0) NH®t^ X 12 «£S-&^T-&V> 0 ) 

3. x ii #ij@i^T-&&if*©tsffi^ 
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4. X l *tfm&&> C (=0) N C ( = N-0H) , C ( = 0) H, NHC ( 
= 0) , CH (OH) XttCH=CH*C*S»*©ttfflf62fflXttll3aiB«CD 



5. R ii ifmm&t[yx^u^f>m^, 7km&, ->n£* %tmmi 

1 ~ 8 © 7)1 * & -5 M$ ©«5 HH 2 S ~H 5 ^fB« © * * V S J -to 
8. &<D-Wl& (HI) s 



-;H S ft*ft 2~8 3 ~ 7Il0i/^a ; 7>*JI/S v 3 - 7 

M^©$/^DT;i/^;i/ST*S^^tifeR^^i~8©T;i/^;i/^ x&S$£t 




R 23 
Z2-C— C0 2 H 
R 24 



("I) 



WO 02/14291 PCT/JP01/06836 

i - 3<B©/\ny >M-?-e*msn;fcft*R i ~ 8©t;v^;i/«. mmmi ~ 8 

■• >*;vfr&01toMfti~4) % 7iiMx tf-y^;vat N ^cc=/p 

& ^7'j;H, ^yy 7 7-;vSg b <-tt^>y fxz^s^u 

' v X zl RVX 22 ^n?timsLLTm&^ S (0) r (rtt-0~2-©jHlft**f 

o ) s c (=o) N c (=n-or 26 ) {R z6 &7mM?xummmi^8(D7 

)\,*K&%mto ) > C (=0) NHs NHC ( = 0) \ S0 2 NH^ NHS0 2 
, CH (OR 27 ) (R zl lt^mm^XltMmmi-8(DT^^)m^T 0 ) x 
CH=CH^ x&C=C£HU Y 2 (iSm«i:bTM^mi~8(DT;i/^;i/S 
£ b < 1 ~ 8 07;i/3 bT V>T % &V^*» 1 ~ 8©7;i/# 

?h$k&VTWM&£ bTAny>Jl-?XH:^Rl~8©T;i/Zi^S/*^Wb 
TV^Tfc&HlfcjRftl ~8<D7»*)]/m%m?o 

fiU X 21 ^^©h$s X 22 (iO, S (O) £fcX 21 #C ( = 

0) NH©}:^ X"t±«§£^-efc^o ) 

9. X 21 ^^-e^^lf^©iSH^8JMfBtg©^7'y-;i/il##:^a:^0ffi £ > 

10. X 22 ^^^s C ( = 0) , C ( = N-OH) N C ( = 0) NHs NHC 

(=0) , ch (oh) 5L&cH = cHx*&zm#<Dmmm8x&9mmm<D?- 

11. R J1 wstiT^n^>^ ymm, -FdS, 7^7S, 
i~8©r;i/*;i/3Ss l ~ 3ffi0^ny>jg^TS»£ftfejK3ls* l ~ 8 ©7ji/ 

8i5l$ftl~8©r;ni*>>Sx 1 ~ 3 m<Dn n y>I?tSi^ 
^^l~8©T;vn^i/S N 7i-^ ^>s;;vSs 7i -;i/^-dri/^ i> 
V ^ 71^*^ b < it \± U $>;i/Sfr '£> Stfn b < ttUCdPfc * b T V> X % M. V* 7 
x~;i/g N ^-7^;i/Ss KU^ats ^^-7i/S, 7'j;Hv *y;;i/Ss ^> 

y7^-;i/^b<fi^>^5 : -^r:;i/ST-^5M^©lBa^8Jl~l OJftf3«0 
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12. R 22 1 ~ 8 OT^^^SXS.l ~. 3 i©^o ^> 
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